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Synthetic absorbable surgical devices of polyester amides and process for making them 

This invention relates to new and useful bioabsorbable polymeric materials derived from reacting 
diamidediols with a dicarboxylic acid or a bischloroformate and to the methods for the preparation of 
such polymeric materials. 

It has become common practice in human and animal surgery to utilize vanous augmentation 
devices to restore living tissues or repair various organs. These surgical augmentation devices are 
placed in position either temporarily or permanently. One such augmentation device is a surgical suture. 

Surgical sutures were originally fabricated from naturally occurring substances. Such naturally 
occurring materials include silk and catgut or collagen. Although these naturally occurring materials are 
still in widespread use, modern synthetic fibers made of nylons, polyesters, polyolefins and the like are 
steadily displacing these natural materials for a variety of reasons. For example, synthetic fibers 
generally cause far less adverse tissue reactions and are less likely to potentiate infection than either 

S,lk °lf placed for temporary purposes, the suture should be made so that it is absorbed by the body 
after serving its function in the augmentation or wound repair process. "Absorbed is used herein to 
75 mean that a substantial portion of the polymer is metabolized by the body and ultimately eliminated 

th6r ^everal absorbable sutures are presently known in the art. For example, see U.S. Patents 
3 636 956 and 3,839,297. The sutures disclosed in the aforementioned patents consist of an extrusion 
of a jiolylactide polymer which includes a copolymer of L(-)lactide with up to 35 mole .percent of 

2o glycolide. While multifilament sutures manufactured from polymers of lactide and glycolide fulfil the 
requirements of a suture to a large degree, monofilament sutures of these materials are considerably 
less flexible than catgut and these synthetic sutures are accordingly generally limited to a multi- 
filament braided construction. Braided sutures have the disadvantages of causing trauma upon being 
pulled through tissue due to a sawing action, also known as tissue drag. Sutures of glycolide polymers 

25 are also not suitable for sterilization by radiation without suffering severe degradation of physical 
properties. , , . 

Another serious disadvantage of the polyglycolide sutures is the fact that strength loss m vivo 
proceeds at a rapid rate. Such fibers are known to possess virtually no strength at three to four weeks. 
While this is not a problem in some applications, the polyglycolide sutures are contraindicated where 

30 extended approximation is advisable. w _i /m. : 

Ullmanns Encyklopadie der technischen Chemie, 4th Edition, Volume 18, 1979, Veriag Chemie, 
Weinheim, page 173, relates to properties of some polyester and polyamide polymers having 
biomedical use. FR— A— 2 140 368 (Goodman reference), the U.S. equivalent of which is Re. 30,170, 
relates to hydrolyzable polymers of amino acid and hydroxy acids. All polymers disclosed are derived 

35 from a-amlno acids. Journal of Applied Polymer Science, Vol. 90, no. 4, 1 976, John Wiley, New York, 
U.S.A., page 975 (Katayama reference) relates to alternating polyester amides having a 5-carbon 
bridging group between the hydroxy moiety and the amide moiety of the unit structure. The reference 
teaches reacting a diamine with a caprolactone to produce a diamidediol. 

The present invention provides synthetic absorbable sutures having a high degree of softness and 

40 flexibility while at the same time allowing the sutures to be used in monofilament form. The sutures can 
also be sterilized with gamma radiation (e.g., radiation from cobalt 60) without serious loss of suture 
strength. It Is accordingly an object of the present invention to provide synthetic absorbable sutures 
having unique and desirable properties not available with the sutures of the prior art 

The synthetic absorbable sutures of the present invention are prepared from a polymeric material 

46 having plurality of units of the general formula: 

0 0 0 O 

J!o-CH-4-N-R 3 -N -{-CH-oJ™- (0)g— R 5 - (Ofc Lj* 

R 



R 1 R 2 R 4 A1 



wherein 

R 1 is hydrogen or methyl; 

55 R 3 and R 8 may be identical or different and are selected from the group consisting of the following 
which may be linear or branched alkylene, alkylene having 1 to 2 nonadjacent catenary oxygen or sulfur 
atoms, and alkenylene; cycloalkylene and arylene; and having 4 to 25 carbon atoms in the cyclic 
compounds and from 2 to 25 carbon atoms in the non-cyclic; 

R 2 and R 4 are hydrogen or alkyl having 1 to 4 carbon atoms or R 2 and R 4 together are linear or 
60 branched alkylene having one to four carbons forming with N — R 3 — N a heterocyclic group having 5 or 
6 ring atoms; and 

a and b are independently zero or one. 
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In a preferred embodiment of the polymeric surgical material of the invention, a and b are zero 
and R 5 is ethylene; it is additionally preferred that R\ R 2 and R 4 are hydrogen and R 3 is a mixture of 
1 , 1 2-d idecamethy I ene and 1,1 2-(4 f 9-dioxadodeca methylene). It is also preferred that the said material 
has 1 0 to 1 00 segments of repeating units of said polymer. 
s The polymeric materials of the present invention may be prepared by utilizing a process which 
comprises the steps of: 

reacting a diamine with lactic or glycolic acid to form a diamidediol; 

and reacting said diamidediol with a bischloroformate or a diacid compound which is selected 
from dicarboxylic acids, methyl and ethyl esters of dicarboxylic acids, diacidchlorides, and anhydrides of 
jo dicarboxylic acids. 

The polymeric material can then be processed to the desired configuration. 
The body-absorbable surgical materials of the present invention are comprised of a polymer of the 
general formula: 



is 



O 



^o^hJ:-n~r 3 -n-c-^h-o-I:-----(o^ — r 5 — «o)g hX- 

i 1 k 2 k * 

20 in which 

R\ R 2 , R 3 , R 4 , R s , a and b are as defined above; and 
n has an average value from about 10 to about 100. 

In order to obtain the regular sequence shown, it is desirable to first form the amide linkages prior 
to polymerization. This can be accomplished by combining about two moles of glycolic or lactic acid 

25 with about one mole of a diamine and heating at a temperature between 1 50° to 220°C until distilla- 
tion of water is complete. Alternatively, combination of hydroxy acid and diamine will produce a salt 
which can be purified by recrystallization and then subjected to the above condensation. In either case, 
a high yield of diamidediol is obtained which can be purified by recrystallization. 

Diamidediols useful in synthesizing polymers of this invention can be prepared by the above 

30 methods from diamines such as 1 ,2-ethanediamine; 1 ,3-propanediamine; 1 ,3-(2-methylpropane)- 
dlamine; 1 ,3-(2,2-dimethylpropane)diamine; 1 ,2-( 1 ,2-dimethylethane)diamine; 1 ,4-butanediamine; 
1 ,5-pentanediamine; 1 ,6-hexanediamine; 1 ,7-heptanediamine; 1 ,8-octanedlamine; 1 ,9-nonane- 
diamine; 1,10-decanedlamine; 1,1 1-undecanediamine; 1,12-dodecanediamine; 1,13-trldecane- 
diamine; 1,14-tetradecanediamine; 1,1 5-pentadecanediamine; 1 ,1 6-hexadecanediamine; 3- 

j 5 oxapentane-1 ,5diamine; 4-oxaheptane-1,7-diamine; 5-oxanonane-1,9-diamine; 6-oxaundecane-1,1 1- 
diamine; 7-oxatridecane-1 , 1 3-diamine; 8-oxapentadecane-1 ,1 5-diamine; 9-oxaheptadecane-1 ,1 7- 
diamine; 10-oxanonadecane-1,19-diamine; 1 1-oxaheneicosane- 1,21 -diamine; 1 2-oxatricosane-1,23- 
diamine; 13-oxapentacosane-1,25-diamine; 4,9-dioxadodecane-1,12-diamine; 3,6-dloxaoctane-1,8- 
diamine and other analogs of oxa-aliphatic diamines and the corresponding thia-aliphatic diamines; 

40 cyclohexane-1,4-diamine; cyclohexane-1, 3-diamine; cyc!ohexane-1,2-diamine; 1 ,4-bis(amlnomethyl)- 
cyclohexane; 1 ,3-bis(aminomethyl)cyclohexane; 1,4-bis(2-aminoethyl)cyclohexane; 1 ,4-bls(3-amino- 
propyDcyclohexane; bis(4-aminocyclohexyl)methane; p-phenylenediamine; o-phenylenediamine; /n- 
phenylenediamine; p-xylylene-a,a' -diamine and other aromatic diamines; piperazine; 4,4' -tri- 
methylenedipiperidine; 4,4'-bipiperidine; N,N'-bis(3-aminopropyl)piperazine; 2,5-dimethyipiperazine; 

45 2,6-dimethylpiperazine; 2-methylpiperazine; imidazolldlne; 2-methylimidazolidlne; 4,5-dimethylimfda- 
zolidine. 

In the preferred body absorbable polymeric material, it is preferred that the diamidediols be a 
mixture of 1,12-di(hydroxyacetamido)-4,9-dioxadodecane and 1 ,1 2-di(hydroxyacetamido)dodecane, 
• with groups R\ R 2 , R 3 , and R 4 being formed by the removal of the elements of water in the condensa- 
so tion of glycolic acid with 4, 9,-dioxa-1 ,12-doce-canediamine and 1,12-dodecanediamine. 

Synthesis of the body-absorbable polymer of the present invention can be accomplished by any of 
a number of well known techniques. For example, the diamidediol can be combined with an equimolar 
amount of one or more dicarboxylic acids or dicarboxylic acid methyl esters and appropriate esterifica- 
tion catalyst, e.g. Sb 2 0 3 , and heated with stirring under nitrogen at temperatures of 1 50° to 250°C for 
55 10 to 100 hours with 175° to 200°C for 20 to 40 hours being preferred. 

A preferred method of preparing polymer consists of dissolving the diamidediol in a solvent whiph 
is nonreactive with acid chlorides and has a boiling point of 100°C or higher, heating the mixture to 
reflux, and rapidly adding an equimolar amount of a diacid chloride with vigorous mechanical mixing 
(e.g., motor-driven paddle) separating the polymer from solvent and drying the polymer at temperatures 
6o below the melting point of the polymer. Suitable solvents include methylchloroacetate, chlorobenzene 
1,1,2-tri-chloroethane or 1,4-dioxane. The preferred solvent for uses with a diacid chloride is chloro- 
benzene. 

The preferred method has the advantages of not requiring catalyst, of yielding product In a 
relatively short period of time, and producing high molecular weight polymer in a granular, easy-to- 
65 manipulate form. In addition, moisture which would otherwise react with the acid chloride can be 
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readily excluded from the system by '^t^^i^J^^^ 
Polymer prepared by this method can be ^S^Tueam of dry nitrogen passing over the 
weight by heating for several days under P*™" « h , r meltin g temperature, 
polymer at temperatures that are 10° to J 50 Cftejow tn e pwy f d|carboxy , lc acids useful in 

s P °" Dlcarboxyllc acid chlorides and *^^*^JST!M from the dlcarboxylic acids listed 
the synthesis of polymers by the above methods ' n ^f t ^^ d ,*a rooxvllc aC id" as used herein includes 
SSn additio P n. the free acids can also , beusad. The ten* > anhydride s. They are for 

dlcarboxylic acids, their methyl and ethyl esters, tne . , te acid; glutar | c acid; 3.3-dimethyl- 
exTmple; oxalic acid; malonic acid; ^^^^XSStolSidi azelaic acid; sebacic acid; 19- 
, n alutaric acid; 3-methyladipic acid; adlpic acid; plmeli acid suDenc acid; ] A 2 -dode- 

W nonaSedicarboxylic acid; 1 .i^jTSSES^ 8Cid: U t" 

canedicarboxylic acid; add; maleic acid; frens-^hydromucon ic 

pentadecanedicarboxylic acid; 1 .1 ^^^^SSto ac d- 4,4 ; -oxydibutyric acid; 5.5'-oxyd.valenc 
acid; fumaric acid; diglycoUc ac,d; acid; 5-oxaezelaic add; 5- 

,s acid; 6.6'^xydicapro.c acid; 8 - 8 '^ d '£ d p .^^ acid; 5-oxatetradecanediolc acd 5- 

oxasebacic acid; ^ x « u " decane , d ' 0 ' c ra ^^ acid; e-oxapentadecanedtac 

oxahexadecanedioic acid; ^™* 0 * ecan9 °™°, "„i c add- 10-oxanonadecanedioic acid and other 

- safes asrsa?«^^s^ «— * - — - - 

chloride from succinyl chloride. diamidediols with bischloroformates. The 

Polymers can also be prepared by react' 0 " " d i hvdroxv compound with excess phosgene 

bischloroformates, in turn, can be ^^^^^X^odf^ Polymer Chemistry. 2nd Ed 
25 gas in the condensed phase or n solution (see^ Pre pa rat ,ve new ' compounds that can be 

Sorenson and Campbell. Interscience Publishers ^^^J^S^S^ glycol: 1 ,3-propanediol; 

IS* for example. ^TfSSlS^ l^onanedjoj: 

1 ,4-butanediol; 1 ,5-pentanediol; .^i^d^MdloTl .1 3-tridecanediol; 1 .14-tetradecanediol; 
. Vl^dlcaU^ - PoMethy-eneoxyldio, of various 

— of tH«s inven^ 
th9 'te Xmers of the present invention are also useful* ft. .manufacture of J^™" 

m absorption ' 

^^mparatlon of the body-absorbab.e polymeric materia, of the present invention may be 
further illustrated by reference to the following examples: 

Example 1 

1. Synthesis of 1.12-dl(hydroxyace^^ (400 , were ^ived in 5 liters of 

Two moles of vacuum redistilled 1 • 1 ^ c <leca^n^Bwamme i-»u «# fldded 

.sopropy. alcohol in a , 6-liter M^"-" J^^5S^"^V«! aluminum foil and 
carefully in small portions with stirring. ^ e fl ; eaulta J t e r i '" n forma tion of a white crystalline solid 

oJc^ThM^ rinS6d WUh iS ° ProPan0 '' ^ ^ 

overhead stirring. A stream of dry ^°g e " w aspassed ^ 

distillation apparatus. The melted solid was he ate ^ ^^S^^ a nd the liquid was 
tion of water occurred. After 4 hours e volution of water ha ° s »° 8 reC rystallized from 6 liters of 
poured into metal pans where it rapWIy .^^J J^ e c ^ " s . m !p " 27-1 30°C; infrared ("Nujor) 
absolute methanol to yield 530 g (84% ^J" 8 ^" 8 .^ 1 00 MHz) 5 1 .27 (singlet 

Jotro^ protonsC5.47 (triplet. 2 protons,, and 

S 7.73 (broad triplet 2 protons). 
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bath. Overhead stirring of the molten mixture was commenced and 0.8 g of "Irganox" 1010 (a phenolic 
antioxidant available from Ciba-Geigy) (Irganox is a trade mark) added. Dry nitrogen was admitted 
through a tube reaching below the surface of the liquid. The mixture was heated at 1 75°C for 20 hours, 
during which time distillation of water occurred. Antimcfhy trioxide (0.8 g) was added and heating and 

5 stirring were continued for an additional 1 6 hours at 200°C. The viscous, light brown colored product 
was poured out and allowed to solidify. The solid was dissolved in 1 5 liters of boiling isopropanol and 
the solution allowed to cool to 30°C at which temperature the precipitated solid was collected and 
dried to yield 525 g of powder; inherent viscosity 0.26 (0.5% in 1,1,1-trifluoroethanol (hereinafter 
designated TFE) at 30°C); differential thermal analysis, Tg = -1 to +20°C,Tm « 93°C. (Tg is the glass 

w transition temperature, Tm is the melting point of the polymer) 

3. In vivo evaluation. 

The above polymer was melt-extruded in a 3/4 inch Brabender extruder equipped with 30:1 
length:diameter ratio general purpose screw and oriented at a temperature above its glass transition 

is temperature by drawing at a ratio between about 4 to 1 and 10 to 1 to produce uniform fiber with a 
tenacity of 2.5 g/denier. The fiber was cut into 20-cm lengths which were alternately assigned to 
control and experimental groups. All fiber was handled the same with respect to ethylene oxide 
sterilization and drying. The experimental fibers were surgically implanted subcutaneously in mice. The 
mice were necropsied at various time intervals and the tensile strength of recovered fiber measured 

20 after drying and compared with control samples. The data recorded in Table 1 were obtained by 
averaging 8 to 10 individual values recorded at each time period. 

TABLE 1 

25 Days Post Tensile Strength 

Implantation Retained 



5 46.6% 
30 7 28.0% 

14 12.3% 

36 Additional fiber-implanted mice were necropsied at monthly intervals. After two months the fibers 
possessed virtually no physical integrity, were broken into small pieces approximately 1 to 2 mm in 
length, and were encapsulated. By six months only a trace of the polymer could be detected visually, 
the majority having been completely absorbed. In all of these evaluations there was no visible reaction 
to the. surrounding tissue and no evidence of toxicity. 

40 

Example 2 

Alternate synthesis of poly[dodecane-1 , 1 2-di(carbonyloxy)dodecane-1 , 1 2-di(amidocarbonyl- 
methylene)]. 

Dimethyl-t,12-dodecanedicarboxylate (19.72 g, 0.069 mole) and 1,12-di(hydroxyacetamido)- 
46 dodecane (21.79 g, 0.069 mole) prepared according to the procedure in Example 1 were placed in a 
250-ml round-bottom 3-neck flask and heated in an oil bath with overhead stirring. About 10 mg each 
of "Irganox" 1010 and zinc acetate were added and the mixture heated to 185°C, with dry nitrogen 
passing over the reactants and through the attached distillation apparatus. Heating and stirring were 
continued for 20 hours at 170 — 185°C. Antimony trioxide (about 10 mg) was added and the 
80 temperature maintained at 1 90 — 200°C for an additional 20 hours. During this time the melt increased 
in viscosity and high vacuum was applied intermittently. The dark brown product was allowed to cool 
and was then dissolved In hot isopropyl alcohol (1 liter). The isopropyl alcohol solution was allowed to 
cool to 30°C, at which temperature the precipitated solid was collected and dried to yield 30.1 g of 
powder; inherent viscosity 0.27 (0.5% in TFE at 30°C); differential thermal analysis, Tg = +3 to +24°C, 
55 Tm = 117°C. 

The powdered polymer was placed in a glass U-tube and heated in an oil bath for 60 hours at 
97°C. During this time a slow stream of dry nitrogen was passed through the polymer which remained 
in the solid state. As a result of this treatment the inherent viscosity increased significantly to 0.36. 
Filaments pulled from the melted polymer were easily cold drawn by hand to yield tenacious fibers. 

60 

Example 3 

1. Synthesis of poly[oxysebacoyloxydodecane 1,12-di(amidocarbonylmethylene)]. 

Exactly 404.7 g (1.28 moles) of 1,12-di(hydroxyacetamido)dodecane prepared according to the 
55 procedure In Example 1 and 258.5 g (1.28 moles) of sebacic acid were melted together in a 2-liter 
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glass resin flask heated in an oil bath. Overhead stirring was commenced and 0.6 g of "Irganox" 1010 
antioxidant added. Dry nitrogen was admitted through a tube reaching below the surface of the liquid. 
The mixture was heated at 175°C for 20 hours during which time distillation of water occurred. 0.6 g 
of antimony trioxide was added and heating and stirring continued for an additional 20 hours at 1 90°C. 

5 Nitrogen flow was discontinued, the system was placed under vacuum of about 0.1 Torr, and heating 
and stirring continued for 4 hours at 210°C. The reaction was then discontinued and the viscous, 
brown liquid poured into a metal pan where it solidified into a hard, tough solid. The solid was dissolved 
in 3 liters of boiling isopropanol and the solution poured slowly into 4 liters of acetone with vigorous 
stirring. The resultant precipitate was collected and dried to yield 430 g of powder; Inherent viscosity 

w 0.32 (0.5% in TFE at 30°C); differential analysis, Tg = -10 to +9, Tm = 50°C. 

2. In vivo evaluation. 

The above polymer was melt extruded and oriented as in Example 1 to produce uniform fiber with 
a tenacity of 0.82 g/denier. The fiber was implanted In mice as described in Example 1. The strength 
75 loss results are shown in Table 2. 

TABLE 2 

Days Post Tensile Strength 

20 Implantation Retained 



26 



3 61.4% 
10 18.8% 



The implantation site in each of the mice showed no visible inflammation or other evidence of an 
adverse reaction toward the polymer. 

Example 4 

30 1, Synthesis of 1,10-di(hydroxyacetamido)decane. 

1,10-decanediamine (10 g, 0.58 mole) was dissolved in 1 50 ml of boiling isopropanol and solid 
glycollc acid (8.8 g, 0.1 16 mole) added In portions with stirring. An oil that separated from the cooled 
solution rapidly crystallized upon scratching. Recrystallization from isopropanol yielded white crystals 
(16.3 g, 87% yield, m.p. 57— 62°C). 

98 The 1,10-decanediammonium glycolate was placed in a 3-neck 100-ml round-bottom flask and 

heated in an oil bath with magnetic stirring. Dry nitrogen was passed over the melted solid and through 
the attached distillation apparatus. Distillation of water occurred at 150°C. After 4 hours at 
1 50 — 165°C, no further evolution of water could be detected and the liquid was poured into a dish, 
where it rapidly solidified. Recrystallization from methanol gave 10.7 g (74%) of white crystals; m.p. 
120— 122°C. 

2. Synthesis of poly[decane-1,10Kii(carbonYloxy)decane--1,10-di(amidocart)onylmethYlene)]. 

Exactly 9.50 g (0.033 mole) of 1,10-di(hydroxyacetamldo)decane and 7.66 g (0.033 mole) of 
1,10-decanedicarboxylic acid were placed in a 100-ml round-bottom flask and heated in an oil bath 

49 with overhead stirring. "Irganox" 1010 antioxidant (about 5 mg) was added and the mixture heated to 
1 70 Q C with dry nitrogen passing over the reactants and through the attached distillation apparatus. 
Heating and stirring were continued overnight (16 hours) at 170°C. Antimony trioxide (about 5 mg) 
was added and the temperature increased to 190 — 210°C for 8 hours. During this time the melt 
became rather viscous and a vacuum of about 0.1 Torr was applied intermittently. The melt was 

80 allowed to cool completely overnight and was then reheated to 210°C for 2 hours followed by an 
additional 30 minutes under vacuum. The viscous, amber colored product was poured onto a metal 
surface where it cooled to form a tough solid; inherent viscosity 0.26 (0.5% in TFE at 30°C); differential 
thermal analysis, Tg = -8 to +2°C, Tm = 51 °C. Filaments pulled from the melted polymer were easily 
cold drawn by hand to yield tenacious fibers. 

56 

Example 5 

1. Synthesis of polyloxysuccinoyloxydodecane 1,12-di(amidocarbonylmethylene)]. 

Exactly 390.4 g (1 .235 moles) of 1,1 2-di(hydroxyacetamido)dodecane prepared according to the 
procedure in Example 1 and 1 kg of chlorobenzene were placed in a 3-liter resin flask and heated in an 
oil bath with overhead stirring. The solid dissolved and approximately 200 ml of chlorobenzene was 
distilled from the solution. The solution was allowed to cool to 120°C and the distillation apparatus 
was replaced with a reflux condenser connected to gas washing bottles, the first empty and the second 
filled with water. Vacuum-redistilled succinyl chloride (191.5 g, 1.235 moles) was added cautious y 
es through an addition funnel to the solution while stirring at approximately 300 rpm. The exothermic 
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reaction was accompanied by vigorous evolution of hydrogen chloride gas. Approximately 20 minutes 
after addition of succinyl chloride, the solution became viscous and the polymer solidified and 
separated from the solution. The mixture was refluxed with stirring for an additional 2 hours during 
which time the evolution of hydrogen chloride subsided. The chiorobenzene was removed by distilla- 
5 tion under reduced pressure to yield 490 g of product; inherent viscosity 0.45 (0.5% in TFE at 30°C); 
differential thermal analysis, Tg = +16 to +48°C, Tm = 160°C, 

The product was placed in a 3-neck flask and heated in an oil bath for 48 hours at 1 30°C. During 
this time a slow stream of dry nitrogen was passed through the polymer which remained in the solid 
state. As a result of this treatment the inherent viscosity increased significantly to 0.81. 

w 

2. in vivo evalution 

The above polymer was melt-extruded and oriented as in Example 1 to product uniform fiber 

corresponding to U.S.P suture size number 00 with a tenacity of 2.4 g/denier. Two commercial U.S.P. 

number 00 absorbable sutures, "Vicryl" (Ethicon, Inc.) and chromic catgut (Ethicon, Inc.) were 
15 purchased and included In the evaluation. Vicryl (trade mark) is a commercially available material 

purchased from Ethicon Inc. This material is described In Gilding, D.K., et al., "Biodegradable polymers 

for use in surgery-polyglycoHc/poly(lactic acid) homo- and copolymers:!," Pofymer 20, 1459 (1979). 

The tensile strength of the material as tested by Applicant was 5.2 g/denier. The in vivo fiber strength 

retention data was obtained as described in Example 1 and Is shown in the accompanying figure. The 
20 following designations are used: "Vicryl" (A), chromic catgut (B), polymer of Example 5 (C), and 

polymer of Example 1 4 (D). 

The strength loss profile of fiber produced in this example illustrates that this polymer should be 

useful clinically where approximation of healing tissue is required for a longer period of time than can 

presently be achieved with currently available absorbable sutures. 
25 The implantation site revealed no evidence of irritation or incompatibility in each of the necropsies 

involving the above polymer. This was not the case with chromic catgut, however, which produced 

inflammatory reactions varying from slight to massive. 

Example 6 

30 1 . Synthesis of 4,4'-methylene/>/s(hydroxyacetamidocyclohexane). 

4,4'-Methylene£/s(cyclohexylamine) (56.5 g, 0.27 mole) was dissolved in hot isopropanol (500 
ml) and glycolic acid (40.9 g, 0.54 mole) added portion-wlso with stirring. Upon cooling, a white 
gummy solid separated which was isolated by decantation and redissolved in a small volume of 
ethanol. Crystallization produced a white crystalline, deliquescent solid; m.p. 96 — 102°C. Thorough 

35 drying under vacuum increased the melting point (m.p. 1 49 — 1 51 °C) and reduced the deliquescence. 
The solid was placed in a 250 ml-round-bottom flask and heated in an oil bath with stirring. 
Distillation of water occurred at 1 50°C and the temperature was increased to 1 75°C. After stirring at 
175°C for 3 hours the melt suddenly resolidified into a white crystalline mass. The solid was 
recrystallized from a mixture of ethanol and methanol to yield lustrous, white crystals, m.p. 

4Q 208 — 211°C; infrared ("Nojol"), 1630 cm™ 1 , 3250 cm* 1 ; proton nuclear magnetic resonance 
(CDCI/TMS, 100 MHz), S 0.6 — 1.5 (complex multiplet, 12 protons), 8 1.5—1.8 (doublet, 8 protons), S 
3.50 (broad singlet, 2 protons), S 3.75 (doublet, 4 protons), S 5.35 (triplet, 2 protons), S 7.37 (doublet, 
2 protons). 

46 2. Alternate synthesis of 4,4'-memylene£/s(hydroxyacetamidocvclohexane). 

4,4'-Methyiene6/s(cyclohexylamine) (25 g, 0.12 mole) and glycolic acid (18.2 g, 0.24 mole) were 
combined In a 250-ml round-bottom flask heated in an oil bath. The solids were melted together with 
mixing and heated to 175°C whereupon distillation of water occurred: After heating for 3 hours the 
evolution of water subsided and crystallization commenced. The solid was removed and recrystallized 

so from methanol to yield 34 g (87%) of lustrous white needles; m.p. 208 — 212°C. 

3. Synthesis of poly[decane-1,10-di(carbonyloxy)dicyclohexyl^^ 
ene)]. 

Exactly 1 .748 g (0.0065 mole) of 1 ,1 0-decanedlcarbonyl chloride was placed in a 1 00-ml round- 
55 bottom flask and dissolved in chiorobenzene (20 ml). 4,4'-methylene£/^hydroxyacetamidocyc!o- 
hexane) (2.120 g, 0.0065 mole) was added and the mixture heated to reflux with stirring. Vigorous 
evolution of hydrogen chloride occurred, and after refluxing for approximately 30 minutes the mixture 
became a clear, colorless solution. 

Refluxing was continued for 2 hours and the solution then allowed to cool whereupon preclpita- 
so tion occurred. The precipitate was collected by filtration and dried under vacuum to give a white 
powder; inherent viscosity (0.5% in TFE at 30°C) of 0.35; differential thermal analysis, Tg = +75° to 
+85°C, Tm = 185°C. Filaments pulled from the melted polymer were easily cold drawn by hand to 
give tenacious fibers. 

65 



7 



10 



IS 



O 030 822 

Example 7 

Synthesis of poly[ethane-1 ( 2 ( -dI(oxycarbonyloxy)dicyclohexylmethane-4,4'-di{amldocarbonylmethyl- 

en8)1 *Exactly 5.643 g (0.0301 mole) of vacuum redistilled ethylene bischloroformete were i placed in a 
50 ml round-bottom flask and 20 ml of chlorobenzene added followed by 9.837 g (0.0301 mole) of 
4,4'-memylene6/s(hydroxyacetamidocyclohexane) prepared according to die procedure in Example 6 
The mixture was heated in an oil bath to 130»C with rapid magnetic stirring. Vigorous evolution of 
hydrogen chloride gas occurred and the mixture turned dark yellow in color. After refluxmg the mixture 
for 2 hours, the solid was collected by filtration and dried under vacuum to yield a light tan colored 
oWden inherent viscosity 0.09 (0.5% in TFE at 30°C); infrared ("NujoD, 1650 cm"', 1750 cm 
differential thermal analysis, Tg = +70 to +84°C, Tm = 180°C with decomposition. 

Example 8 

1. Synthesis of tra/is-1,4-cyclohexane/>/s(hydroxyacetamidomethyl). 
Glycolic acid (3 1 3 g. 4.1 2 moles) was dissolved in 2 liters of absolute methanol and a methanols 

solution of 1,4-cyclohexane6/s(methylamine) (291 g, 2.05 moles, approximately 20% as and 80% 
trans isomers) added carefully with stirring. The hot solution was boiled for 3 to 5 minutes and then 
cooled slowly to 4°C whereupon crystallization occurred. The white, crystalline product was collected 
on a Buchner funnel, rinsed with methanol, and dried under vacuum at 60°C to yield 541 g (89.5%); 

20 m ' P ' Thfgiyco1lc C acid salt was placed in a 3-liter 3-neck round-bottom flask heated in an oil bath with 
mechanical stirring. Dry nitrogen was passed into the system and through the attached distillation 
apparatus. Upon heating to 210°C, vigorous distillation of water occurred and subsided completely 
after 45 minutes. 73.8 g (99.5%) of water were collected. The solidified product was dissolved in 6 

2s liters of hot absolute ethanol and allowed to cool slowly to room temperature whereupon crystalliza- 
tion occurred. The clusters of long, pale yellow colored needles which formed were co lected and dried 
to yield 273 g (51 .4%); m.p. 1 82-186°C; infrared ("Nuton. 1 625 cm"'. 3270 cm"'; proton nuclear 
magnetic resonance (DMSO-d^S. 100 MHz) 5 0.6-1.9 (complex ™ltiplet 10 P£fons), < J£J8 
(triplet, 4 protons), 8 3.83 (doublet, 4 protons), 8 5.44 (triplet, 2 protons), 8 7.67 (tnplet, 2 protons). 

30 The filtrate was concentrated to a volume of 2 liters and cooled to -20°C whereupon a powdery 
white solid appeared. The solid was collected and dried to yield 1 04 g (1 9.6%); m.p. 1 36—1 42°C. The 
proton nuclear magnetic resonance spectrum for this material is essentially the same as above except 
that the multiplet at 8 3.0 is more complex and the multiplet at 8 0.6—1.9 Is partially replaced by a 
sinalet occurring at 8 1.35. It is estimated that this lower melting fraction is approximately 40% trans 

« and 60% cis isomers of the desired product whereas the higher melting major fraction Is virtually pure 
trans isomer. It is believed that fractional crystallization is possible due to the fact that the cis isomer 
can form intramolecular hydrogen bonds whereas the trans Isomer cannot 

2. Synthesis of polyltra/>s-oxysebacoyloxycydohexane-1,4-di(methylene amidocarbonylmethylene)]. 
4ff 1 86.0 g (0.72 1 mole) of frans-1 ,4-cyclohexane6/s(hydroxyacetamldomethyl) were placed in a 3- 

liter 3-neck round-bottom flask and 800 g of chlorobenzene added. The mixture was heated with 
overhead stirring and approximately 150 ml of chlorobenzene distilled from the solution The distilla- 
tion apparatus was then replaced with a reflux condenser as in Example 5. Vacuum redistilled I sebacoyl 
chloride (172.3 g, 0.721 mole) was added carefully through an addition funnel with rapid stirnng. 

46 Vigorous evolution of hydrogen chloride gas occurred and the product separated as a granular solid. 
The mixture was refluxed for 2 hours during which time evolution of hydrogen chloride gas i subsided. 
Filtration while hot and drying under vacuum yielded 208 g of powder; Inherent viscosity 0.6O (0.5% in 
TFE at 30°C); differential thermal analysis, Tg = +50 to +57°C. Tm = 180°C. 

The polymer was melt-extruded and oriented as in Example 1 to produce uniform fiber with a 

so tenacity of 1.70 g/denier. 

Example 9 

1. Synthesis of N,N'-di(hydroxyacetyl)-piperazine. 

Plperazine hexahydrate (17.5 g, 0.090 mole) was dissolved in 1 liter of absolute methanol and 

56 solid glycolic acid (13.7 g, 0.180 mole) added with stirring. The solution was boiled for a few minutes 
and then allowed to cool slowly. Crystallization produced long, white needles which were collected and 
dried under vacuum to give 16.3 g (76%); m.p. 169— 173°C. The product was placed in a 100-ml 
round-bottom flask and heated in an oil bath with magnetic stirring. A stream of dry nitrogen waa 
passed through the system and the temperature maintained at 180— 190°C for 3 hours. After distille- 

60 xion of water subsided, the liquid was solidified and recrystallized from 1 liter of absolute ethanol to 
give a white powder; m.p. 187— 190°C; infrared ("Nujol"), 1625 cm" 1 , 3250 cir.-'; proton nuclear 
magnetic resonance (DMSO-d/TMS. 1 00 MHz), 8 3.43 (singlet, 8 protons). 5 4.1 2 (singlet, 4 protons), 
8 4.63 (broad singlet, 2 protons). 
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2. Synthesis of poly(oxysuccinoyloxy)piperazine N,N'-di(carbonylmethylene). 

N,N'-di(hydroxyacetyl)piperazine {2.70 g, 0.0133 mole) was placed in a 50-ml round-bottom 
flask and 1 5 ml of chlorobenzene added. The mixture was stirred magnetically and vacuum redistilled 
succinyl chloride (2.07 g, 0.0133 mole) added. The mixture was heated in an oil bath at 120 — 130°C 
5 for 3 hours during which time evolution of hydrogen chloride gas occurred. The product was collected 
by filtration and dried under vacuum to yield a tan colored powder; inherent viscosity 0.1 4 (0.5% in TFE 
at 30°C); differential thermal analysis, Tg = +55, to +75°C f Tm = 200°C with decomposition. 

Example 10 

w 1. Synthesis of 1,12-di(hydroxyacetamido)-4,9-dioxadodecane. 

4,9-Dioxadodecane-1,12-diamine (22.8 g, 0:112 mole) was placed in a 250-ml round-bottom 
flask and glycolic acid (1 7.0 g, 0.224 mole) added in portions with stirring and cooling. The resultant 
liquid was heated in an oil bath to 185°C whereupon distillation of water occurred. Heating was 
continued at 185° to 195°C for 2 hours after which time distillation of water subsided and the liquid 

75 was poured into a crystallization dish. The resultant oil slowly crystallized in the form of large white 
clusters; yield 35.5 g (99.3%); m.p. 67 — 71°C. The solid was recrystalllzed from cold absolute 
methanol to give a white, crystalline product; m.p. 74 — 77°C; infrared ("Nujol"), 1120 cm~\ 1625 
cm~\ 3250 cm" 1 ; proton nuclear magnetic resonance (CDCI/TMS, 100 MHz), $ 1.55 — 1.95 (complex 
multiples 8 protons), S 3.30 — 3.65 (complex multiplet, 12 protons), 8 4.03 (singlet, 4 protons), S 4.98 

20 (broad singlet, 2 protons), S 7.51 (broad triplet 2 protons). 

2. Synthesis of poly[oxysuccinoyloxy-4,9-dioxadodecane-1,12-di(amidocarbonylmethylene)). 

Redistilled succinyl chloride (5.437 g, 0.035 mole) was placed in a 100-ml round-bottom flask 
and diluted with chlorobenzene (40 ml). The solution was stirred magnetically and 1,12-di(hydroxy- 
25 acetamido)-4,9-dioxadodecane (1 1.224 g, 0.035 mole) added. The mixture was heated in an oil bath 
to 50°C whereupon evolution of hydrogen chloride gas commenced and an oily layer separated. The 
mixture was refluxed for 2 hours and then allowed to cool. The solidified product was collected and 
dried under vacuum at 50°C to give a waxy material; inherent viscosity 0.16 (0.5% In TFE at 30°C); 
differential thermal analysis, Tg = — 11° to -4°C, Tm = 72°C. 

30 

Example 11 

1 . Synthesis of poly[oxysuccinoyloxydodecane-1 ,1 2-di(amidocarbonylmethylene)-co-1 0%-oxy- 
succinoyloxy-4,9-dioxadodecane-1 ,1 2-di(amidocarbonylmethylene)]. 

Exactly 457.8 g (1 .449 moles) of 1,12-di(hydroxyacetamido)dodecane prepared according to the 
35 procedure in Example 1 and 51.5 g (0.161 mole) of 1,12-di(hydroxyacetamido)-4,9-dioxadodecane 
prepared according to the procedure in Example 10 were placed In a 5-liter resin flask and 1.5 kg of 
chlorobenzene added. The reaction was conducted as described in Example 5. After distillation of 
approximately 200 ml of chlorobenzene, 249.5 g (1.610 moles) of redistilled succinyl chloride was 
added through an addition funnel to the rapidly stirring solution. Approximately 20 minutes after 
40 addition of succinyl chloride, the solution became viscous and the polymer soon solidified and 
separated from the solution. The mixture was refluxed with stirring for an additional 2 hours during 
which time the evolution of hydrogen chloride subsided. The product was collected by filtration and 
dried under vacuum at 1 00°C to yield 524 g of powder; inherent viscosity 0.31 (0.5% in TFE at 30°C; 
differential thermal analysis, Tg = +16 to +38°C, Tm = 135°C. 
40 The product was placed in a dish and heated in a vacuum oven for 6 days at 1 28°C under partial 
vacuum. During this time a slow stream of dry nitrogen was passed over the polymer which remained in 
the solid state. As a result of this treatment the inherent viscosity increased significantly to 0.48. 

2. Fiber evaluation. 

so The above polymer was melt-extruded and oriented as described in Example 1 to produce uniform 
fiber with a tenacity of 1.93 g/denier, 43% elongation, and modulus of 1.37. This fiber is noticeably 
more flexible than the fiber prepared from homopolymer in Example 5. 

Example 12 

55 Synthesis of poly[3-oxapentane-1 ,5-di(cart>onyloxy)dodecane-1,12-di(amidocartx)nylmethYlene)). 

Anhydrous dioxane (250 ml) and 1,12-di(hydroxy-acetamido)dodecane (46.9 g, 0.148 mole) 
prepared according to the procedure in Example 1 were placed in a 500-ml round-bottom flask and 
heated under reflux with overhead mechanical stirring. Redistilled diglycoyl chloride (25.4 g, 0.148 
mole) was added cautiously through an addition funnel to the refluxing solution. The hydrogen chloride 

60 gas which evolved was entrained in a stream of dry nitrogen and trapped in a water filled gas washing 
bottle. An oily layer soon separated from the solution and refluxing was continued for 4 hours. The 
mixture was then allowed to cool and the solidified material collected and dried under vacuum to give 
67.4 g of product; inherent viscosity 0.23 (0.5% in TFE at 30°C); differential thermal analysis, 
Tg = +19° to +53°C, Tm = 124°C. 

65 The polymer was placed in a U-shaped tube and heated in an oil bath at 100° to 1 1 5°C for 5 
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days During this time a slow stream of dry nitrogen was passed through the polymer which remained 
in the solid state. As a result of this treatment the inherent viscosity Increased significantly .to 0.34. 
Filaments pulled from the melted polymer were easily cold drawn by hand to give tenacious fiber. 

5 Example 13 

1. Synthesis of ^^-methylened/sta-hydroxypropiamidocyclohexane). - 

Molten 4,4'methylene£/s(cyclohexylamine) (224.0 g, 1.065 moles) was placed in a 1-1 iter round- 
bottom flask and 85% lactic acid (225.5 g, 2.13 moles) added slowly through an addition funne with 
stirring and cooling. The resultant liquid was then heated in an oil bath to 190°C whereupon distillation 
to of water occurred. Heating was continued at 190°C for 4 hours after which time distillation of water 
subsided and the liquid was poured into a Pyrex baking dish. Upon cooling the product solidified into a 
clear amber colored glass. The solid was broken up and recrystalllzed twice from tetrahydrofuran 
containing 10% methanol to give lustrous, white flakes; m.p. 195— 199°C; infrared ("Nujol ), 1640 
cm" 1 , 3300 cm" 1 ; proton nuclear magnetic resonance (DMSO-d/TMS, 1 00 MHz), 8 0.6—1 .5 (complex 
multiplet with doublet superimposed at 8 1.15, 18 protons), 8 1.5—1.8 (doublet, 8 protons), 8 3.50 
(broad singlet, 2 protons), 8 3.7—4.1 (multiplet, 2 protons), 8 5.35 (doublet, 2 protons), 8 7.30 
(doublet, 2 protons). 

2 Synthesis of polytoxysebacoyloxycyclohexane-1,4-di(amidocarbonylethyledene)]. 

Exactly 86.0 g (0.2427 mole) of 4,4'-methylenea/s(hydroxypropiamidocyclohexane) were placed 
in a 1 -liter 3-neck round-bottom flask and 600 ml of chlorobenzene added. The mixture was heated 
with overhead stirring and approximately 50 ml of chlorobenzene distilled. The solid remained 
undissolved and formed a thick suspension. Vacuum redistilled sebacoyl chloride (58.0 9. 0.2427 mole) 
was added carefully through an addition funnel with rapid stirring. This caused the diamidediol to 
dissolve and form a clear, colorless solution. The heating and stirring were continued for 45 minutes 
during which time HCI evolved and the solution viscosity increased markedly. The solvent was then 
removed by distillation under reduced pressure and the resulting solid product kept under high vacuum 
overnight at 1 1 5°C. Upon cooling, the flask broke in numerous places. This polymer gave no adhesive 
failure with the glass flask which had to be removed by pulverization. The polymer is a hard, tough, 
30 colorless, thermoplastic solid which can be cold drawn to give strong, rigid filaments; inherent viscosity 
1.17 (0.5% in TFE at 30°C); differential thermal analysis, Tg^+90 to 100°C, Tm = 199°C. 

Example 14 

1 . Synthesis of polyloxysuccinoyloxydodecane-1 ,1 2-di(amidocarbonylmethylene)-co-1 0%-oxy- 
succinoyloxy-4,9-dioxadecane-1 ,1 2-di-(amidocarbonylmethylene)]. 

A ten-gallon glass-lined reaction kettle equipped with a reflux condenser, pyrometer, addition 
funnel, and dry nitrogen purge was charged with exactly 1,942.4 g »^ 4 ^^^2^ 2 f^ff^ 
acetamido)dodecane prepared according to the procedure in Example 1 , 21 8.6 g (0.68 moles) of 1 .12- 
di(hydroxyacetamido)-4,9-dioxadodecane prepared according to the procedure in Example 10, and b 
gallons of chlorobenzene. The reaction kettle was heated by means of a steam Jacket to 1 30 C for 30 
minutes with stirring to insure complete dissolution of the diamidediol monomers. The temperature 
was then stabilized at 1 25°C and the stirring speed increased to the maximum setting. Exactly 1,058.0 
g (6 83 moles) of vacuum redistilled succinyl chloride was added through the addition funnel at a 
constant rate during the time course of 3 minutes and 40 seconds. Stirring and heating were continued 
46 at 1 26°C for 30 minutes after which time the stirring rate was decreased and the reactor allowed to 
cool to room temperature. The granular product was collected on a large ceramic filter, rinsed with 
heptane, and placed In a vacuum oven at 100°C. After drying for 2 days the inherent viscosity was 
0.92 (0.5% in TFE at 30°C) and increased to 1 .03 after heating in the oven under partial vacuum and a 
slow stream of dry nitrogen for an additional 4 days at 120°C. 
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2. Fiber evaluation. , t _ , _ , 4 A . 0 n 

The above polymer was melt-extruded and oriented as descnbed In Example 1 to produce z— u 
suture size fiber with a tenacity of 6.53 g/denier, 34.8% elongation, and modulus of 20.6 g/denier. The 
number of throws for the interlacement of the parts to hold a surgeon's knot is two, the minimum 
55 possible number, and the knot strength is 47.5% of the tensile strength. By "knot strength is meant 
the tensile strength of a knotted suture as determined by the method specified in ""'tetf f tates 
Pharmacopeia, 19th revision, U.S. Pharmacopeial Convention, Inc. pages 666 to 667, (1975). 

Example 15 

eo 1. Synthesis of poly{oxysuccinoyloxydodecane-1 f 12-di(amidocarbonylmethylene)-co-10%-3- 
oxapentane-1 ,5-di(carbonyloxy)dodecane-1 ,1 2-di(amidocarbonylmethylene)). 

A five-gallon glass-lined reaction kettle equipped with a reflux condenser, pyrometer addition 
funnel, and dry nitrogen purge was charged with exactly 1,165 g (3.67 moles) of 1 ; 12^UWroxy- 
acetamido)dodecane prepared according to the procedure in Example 1, and 3 gallons of chlora- 
ls benzene. The reaction kettle was heated by means of a steam jacket to 130°C for 30 minutes with 
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stirring to insure complete dissolution of the monomer. The stirring speed was then increased to th£ 
maximum setting and a mixture of exactly 63.3 g (0.37 moles) of vacuum redistilled digtycdyl chloride* 
and 51 1.5 g (3.30 moles) of vacuum redistilled succinyl chloride added through the addition funnel 
during the time course of 6 minutes and 45 seconds. The reaction mixture was stirred and refluxed for 
5 an additional 2 hours after which time the stirring rate was decreased and the mixture allowed to cool 
at room temperature. The granular product was collected on a large ceramic filter, rinsed with tetra- 
hydrofuran, and placed in a vacuum oven at 1 30°C. After heating the product at 130°C under partial 
vacuum and a slow stream of dry nitrogen for 5 days, the inherent viscosity was 0.58 (0.5% in TFE at 
30 P C). 

10 

2. Fiber evaluation 

The above polymer was melt-extruded and oriented as in Example 1 to produce 2 — 0 suture size 
fiber with a tenacity of 4.1 1 g/denier, 26.8% elongation, and modulus of 20.5 g/denier. The knot 
strength was 58% of the tensile strength. 

15 

3. In vivo evaluation 

The above fiber was implanted in mice as described in Example 1 . The strength loss results are 
shown in Table 3 and in the accompanying figure. 

*> TABLE 3 

Days Post Tensile Strength 

Implantation Retained 



25 7 89.7% 

14 83.9% 

28 79.4% 

30 

49 38.2% 

At eight months post-implantation the encapsulated fiber was broken into small fragments, 1 to 4 
mm in length. These fragments were extremely soft and partially absorbed. The implantation site in 
35 each of the mice showed no visible inflammation or other evidence of an adverse reaction toward the 
polymer. 

Example 16 

1. Synthesis of poly[oxysu(xinoyloxydodecane-1,12-di(amidocar^ 
40 succinoyloxy-4,9-dioxadodecane-1 ,1 2-di(amidocarbonylmethylene)]. 

This polymer was prepared under exactly the same conditions described in Example 14 using 
1,264 g (4.00 moles) of 1,12-di(hydroxyacetamido)dodecane prepared according to the procedure in 
Example 1 , 320 g (1 .00 mole) of 1 ,1 2-di(hydroxyacetamido)-4,9-dloxadodecane prepared according to 
the procedure in Example 10, 775 g (5.00 moles) of vacuum redistilled succinyl chloride, and 3.5 
45 gallons of chlorobenzene. The succinyl chloride was added during the time course of 5 minutes and 10 
seconds and the product was dried for 2 days at 1 30°C to give an inherent viscosity of 0.99 (0.5% in 
TFE at 30°C). 

2. Fiber evaluation. 

so The above polymer was melt-extruded and oriented as in Example 1 to produce 2 — 0 suture size 
fiber with a tenacity of 4.67 g/denier, 38.2% elongation, and modulus of 1 8.0 g/denier. The knot 
strength was 64% of the tensile strength. 

3. In vivo evaluation. 

55 The above fiber was implanted in mice as described in Example 1. The strength loss results are 
shown in Table 4. 
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TABLE 4 

Days Post Tensile Strength 

Implantation Retained 
5 _ — 8g2% 

14 87.4% 

,o 28 76.6% 

49 57.3% 

At eight months post-implantatlon the encapsulated fiber was broken intosmall fragments, 1 1 to 2 
»5 mm in length. These fragments were extremely soft and partially absorbed The imptentt Jton site m 
each of the mice showed no visible inflammation or other evidence of an adverse reaction toward the 
polymer. 

Example 17 

20 1. synthesis of poly[oxysuccinoyloxydodecane-1.12^i(amido(jarbonyl^methylene)J. . . ' 

This polymer was prepared under the same conditions described in Example 14 using 1.081.4 g 
(3 42 moles) of 1,12-di(hydroxyacetamido)dodecane prepared according to the procedure in Example 
1 530 4 a (3.42 moles) of vacuum redistilled succinyl chloride, and 3 gallons of chlorobenzene. The 
succinyl chloride was added during the time course of 1 5 minutes and 13 seconds and the product was 

25 dried for 7 days at 130°C to give an Inherent viscosity of 0.58 (0.5% in TFE at 30 C). 

2 " F,b The e aDove ti poiymer was melt-extruded and oriented as in Example 1 to produce 2—0 suture size 
fiber with a tenacity of 5.03 g/denler, 31.0% elongation, and modulus of 22.0 g/denier. The knot 
30 strength was 50% of the tensile strength. 

Claims 

1. A body-absorbable polymeric surgical material characterised by a plurality of units of the 
35 general formula: , 

o o o o 

{6-CH-C-N-R 3 -N-C-CH-0-C-»-(0^ R 5 — *>h <4" 



^ R 1 R 2 ^ k 4 R 1 

in which 

R 1 is hydrogen or methyl; 



„ £ ZStfS!* ^ idenTca ' or different and are selected from the group consisting of the following 
which may be |S or branched alkylene. alkylene having 1 to 2 nonadjacent cat = ^JJ 
ri«mo »nd nilcanvlene- cvcloalkvlene and arylene; seid members of the group having 4 to 25 carbon 
aSms'in me" S ^u^aiS^i 2 to 25 carbon atoms in the non-cyclic compounds; 
R i and R^a e hZen o alkyl having 1 to 4 carbon atoms or R* and R* together are linear or 
so branch iSfkylerS [ having^ne to fouTcarbons forming with N-R'-N a heterocyclic group having 5 or 
6 ring atoms; and 

2 &l££2£3^ materia, of claim 1 further characterised by the feature 

ss^V^bo^ 

that R\ R*. and R* are hydrogen and R 3 is a mixture of 1.12-dodecamethylene and 1.12-(4,9-diox^ 

dc<iecametf.ylene) rf flny Qne ^ 1 3 fur*er character- 

ised by th feVture that said material has 10 to 100 segments of repearing unite of sa d pofymer 
so 5. The body-absorbable surgical material of claim 4 further charactensed by the feature that said 
material has 30 to 50 segments of repeating units of said polymer. 

6 i. The ^body-absorbable surgical material of any one of claims 1 to 5 further characterised by the 
feature that said material is in the form of at least one filament 

feature mat sao "J^^ surgica , materia , of c | ai m 6 further characterised by the feature that said 
65 filament is in the form of a suture. 
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8. A process for making a body-absorbable polymeric surgical material of claim 1 which 
comprises the steps of: 

reacting a diamine with lactic or glycolic acid to form a diamidediol; 

and reacting said diamidediol with a bischloroformate or a diacld compound which is selected 
s from dicarboxylic acids, methyl and ethyl esters of dicarboxylic acids, diacfdchlorides, and anhydrides of 
dicarboxylic acids. 

9. The process of claim 8 further characterised by the feature that said diacid compound is 
succinyl chloride. 

10. The process of either of claims 8 and 9 further characterised by the feature that said 
io diamidediol is a mixture comprised of 1,12-di(hydroxyacetamido)-4.9-dioxadodecane and 1,12- 

di(hydroxyacetamide)dodecane. 

11. The method of any one of claims 8 to 10 further characterised by the feature that said 
diamine is one or both of 1,12-dodecanediamine and 4,9-dioxadodecane-1,12-diamine. 

1 2. The process of any one of claims 8 to 1 1 further characterised by the feature that said 
/5 diamidediol is placed in a solvent prior to reacting with said diacid compound or said bischloroformate. 

1 3. The process of claim 1 2 further characterised by the feature that said solvent is selected from 
the group consisting of chlorobenzene, 1,1,2-trichloroethane and 1,4-dioxane. 

14. The process of either of claims 12 and 13 further characterised by an additional step of 
removing said solvent after reacting with said compound or said bischloroformate. 
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Revendications 

1. Matiere chirurgicaie polymdre absorbable par I'organisme, caractdrisde par plusieurs motifs de 
formule generate: 

0 0 0 o 



^O^H-t-N-R 3 ^^-CH-0-li---<OJ5 R 



A 1 A 2 l H 4 A 1 



oQ 




R 1 est un hydrogdne ou un mdthyle; 
35 R 3 et R 5 peuvent dtre identiques ou diffdrents et sont choisis parmi le groupe compost par les 

constituants suivants qui peuvent dtre un alkyldne lindaire ou ramifte, un alkyldne ayant 1 a 2 atomes 

d'oxygene ou de soufre catdnaires non adjacents et un alcdnyldne; un cycloalkyldne et un aryldne; 

lesdits constituants du groupe ayant 4 d 25 atomes de carbone dans les composes cyctiques et 2 a 25 

atomes de carbone dans les composes non cycliques; 
40 R 2 et R 4 sont un hydrogdne ou un alkyle ayant 1 d 4 atomes de carbone ou R 2 et R 4 , ensemble, 

sont un alkyldne droit ou ramifid ayant 1 d 4 carbones formant avec N — R 3 — N un groupe hdtdro- 

cyclique ayant 5 ou 6 atomes cycliques; et 
a et b sont inddpendamment zdro ou un. 

2. Matidre chirurgicaie polymdre, absorbable par I'organisme, de la revendicatfon 1 , caractdrisde 
45 de plus en ce que a et b sont zdro et R 5 est un dthyldne. 

3. Matidre chirurgicaie polymdre, absorbable par I'organteme, de la revendication 2, caractdrisde 
de plus en ce que R\ R 2 et R 4 sont un hydrogdne et R 3 est un melange de 1 ,1 2-doddcamdthyldne et de 
1 , 1 2-(4,9-dioxadoddcamdthyldne). 

4. Matidre chirurgicaie polymdre, absorbable par I'organisme, de Tune des revendications 1 d 3, 
so caractdrisde de plus en ce que ladite matidre a 10 d 100 segments de motifs dudit polymdre. 

5. Matidre chirurgicaie, absorbable par I'organisme, de la revendication 4, caract6ris£e de plus en 
ce que ladite matidre a 30 & 50 segments de motifs dudit polymdre. 

6. Matidre chirurgicaie, absorbable par Torganisme, de Tune quelconque des revendications 1 d 5, 
caractdris^e de plus en ce que ladite matidre est sous forme d'au moins un filament. 

55 7. Matidre chirurgicaie, absorbable par I'organisme, de la revendication 6, caractdrisde de plus en 
ce que ledit filament est sous forme d'une suture. 

8. Procddd pour preparer une matidre chirurgicaie polymdre, absorbable par i'organisme, de la 
revendication 1, qui comprend les stades de: 

— rdaction d'une diamine avec I'acide lactique ou glycolique pour former un diamidediol; 
60 — et rdaction dudit diamidediol avec un bischloroformate ou un composd de type diacide qui est 
choisi parmi les acides dicarboxyliques, les esters mdthyliques *et dthyliques des acides dicarboxy- 
liques, les chlorures de diacides et les anhydrides d'acides dicarboxyliques. 

9. Le procddd de la revendication 8, caractdrisd de plus en ce que ledit composd de type diacide 
est le chlorure de succinyle. 

65 1 0. Le procddd de Tune des revendications 8 et 9, caractdrisd de plus en ce que ledit diamidediol 
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est un melange constitud de 1,12-di(hydroxyac6tamido)-4 f 9-dioxadod6cane et de 1,12-dHhydroxy- 

ac6tamido)dod6cane. ^ , ^ . . ^ , , . #-to _ 

1 1 . Le proc6d6 de I'une quelconque des revendicatjons 8 3 10, caract6ns£ de plus par le fait que 
ladite diamine est la 1 r 12-dod§canediamine et/ou la 4,9-dioxadod6cane-1,12-diamine. 
5 1 2. Le proc6d6 de i'une qualconque des revendications 8 3 11, caract6ris6 de plus en ce que ledit 

diamidediol est plac6 dans un solvant avant la reaction avec ledit compost de type diacide ou le bis- 

chlorofbrmiate. , , fc . . . . 

13. Le proc6d6 de la revendication 1 2, caract6ris6 de plus en ce que ledit solvant est choisi parmi 
le groupe constitu6 par le chlorobenzdne, le 1,1,2-trichloro6thane et le 1 ,4-dioxanne. 

1 4. Le proc6d6 de I'une des revendications 1 2 et 1 3, caract6ris6 de plus par un stade additionnel 
d'6limination dudit solvant aprds la reaction avec ledit compos§ ou ledit bischloroformiate. 



Patentanspruche 

is 

1. Vom Kdrper absorbierbares, polymeres chirurgisches Material, gekennzeichnet durch mehrere 
Einheiten der allgemeinen Formel 
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in der R 1 Wasserstoff oder Methyl ist, R 3 und R 5 identisch oder verschieden sein kdnnen und ausgewflhlt 
sind aus der folgenden Klasse der folgenden Gruppen: lineares oder verzweigtes Alkylen, Alkylen mit 
einem oder zwei nichtbenachbarten Kettensauerstoff- oder Kettenschwefelatomen, und Alkenylen; 
Cycloalkylen und Arylen, wobei die genannten Angehdrigen der Klasse bei den zyklischen Verbin- 
30. dungen 4 bis 25 Kohlenstoffatomen und bei den nlchtzyklischen Verbindungen 2 bis 25 Kohlen- 
stoffatomen haben kdnnen, R 2 und R 4 Wasserstoff oder ein Alkyl mit 1 bis 4 Kohlenstoffatomen oder R 2 
und R 4 zusammen ein lineares oder verzweigtes Alkylen mit ein bis vier Kohlenstoffatomen sein 
kdnnen, das mit N — R 3 — N eine heterocyclische Gruppe mit 5 oder 6 Ringatomen bildet, und a und b 
unabhfingig voneinander Null oder eins sind. 
36 2. Vom Kdrper absorbierbares, polymeres chirurgisches Material nach Anspruch 1 , dadurch ge- 
kennzeichnet daR a und b Null sind und R 6 Athyien ist. 

3. Vom Korper absorbierbares, polymeres chirurgisches Material nach Anspruch 2, dadurch ge- 
kennzeichnet, dafc R\ R 2 und R 4 Wasserstoff sind und R 3 ein Gemisch von 1,12-Dodecamethyfen und 
1,12-(4,9-DioxadodecamethyIen) ist. 
40 4. Vom Kdrper absorbierbares, polymeres chirurgisches Material nach einem der Anspruche 1 bis 
3, dadurch gekennzeichnet, daS das genannte Material 10 bis 100 Segmente aus slch wiederholenden 
Einheiten des genannten Poiymerisats besitzt 

5. Vom Kdrper absorbierbares chirurgisches Material nach Anspruch 4, dadurch gekennzeichnet, 
daS das genannte Material 30 bis 50 Segmente aus sich wiederholenden Einheiten des genannten 

45 Poiymerisats besitzt. 

6. Vom Korper absorbierbares Material nach einem der Anspruche 1 bis 5, dadurch ge- 
kennzeichnet, daft das genannte Material in Form mindestens eines Filaments voriiegt. 

7. Vom Kdrper absorbierbares chirurgisches Material nach Anspruch 6, dadurch gekennzeichnet, 
daS das genannte Faden in Form von chirurgischem Nahtmaterial voriiegt. 

so 8. Verfahren zur Herstellung eines vom Kdrper absorbierbaren, polymeren chirurglschen Materials 
nach Anspruch 1 , mit folgenden Schritten: 

Umsetzen eines Diamins mit Milch- oder Glykolsfiure zur Bildung eines Diamiddiols; und 
Umsetzen des Diamiddiols mit einem Bischlorformiat oder einer Disfiureverbindung, die ausge- 
wahlt ist aus der Klasse der Dicarbons3uren, Methyl- und Athylester von Dfcarbonsduren, Disfiure- 
56 chloride und DIcarbonsSureanhydride. 

9. Verfahren nach Anspruch 8, dadurch gekennzeichnet, daS das genannte Disiureverbindung 
BernsteinsSurechlorid ist. 

10. Verfahren nach Anspruch 8 oder 9, dadurch gekennzeichnet, daS das genannte Dlamiddiol em 
Gemisch aus 1,12-Di(hydroxyacetamido)-4,9-dioxadodecan und 1,1 2-Di(hydroxyacetamido)dodecan 

go ist. 

1 1. Verfahren nach einem der Anspruche 8 bis 10, dadurch gekennzeichnet, daB das genannte 
Diamin aus 1,12-Dodecandiamin und 4,9-Dioxadodecan-1,12-diamin ist 

1 2. Verfahren nach einem der AnsprGche 8 bis 1 1 , dadurch gekennzeichnet, da& das genannte 
Diamiddiol vor seiner Umsetzung mit der genannten Disaureverbindung oder dem bischlorformiat in ein 

66 Ldsungsmittel eingebracht wird. 
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13. Verfahren nach Anspruch 12, dadurch gekennzeichnet, daB das genannte Losungsmittel 
ausgewahlt aus der Klasse Chlorbenol, 1,1,2-Trichlorathan und 1,4-Dioxan 1st. 

14. Verfahren nach Anspruch 12 Oder 13, dadurch gekennzeichnet, daft nach dem Umsetzen der 
genannten Verbindung. oder des genannten Bfschlorformiats das genannte Losungsmittel In einem 
zusatzlichen Schritt entfqrnt wird. 
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